The authors use a PET method, under emerging nomenclature one that would be termed a molecular imaging method, to measure and image the regional use of glucose. Although the overall signal is no doubt a complex mixture of the metabolic activity of many cell types, prior work has established that the major influence on the regional signal is the high metabolic activity of recruited neutrophils. The images can therefore be interpreted, as a good approximation, as the regional distribution of inflammation. These molecular imaging methods were performed in concert with conventional transmission scans to provide regional assessment of aeration, as well as novel PET methods developed by the authors to provide regional measurements of ventilation and perfusion. The results clearly show that in this specific model (surfactant depletion by saline lavage in a large animal model), ventilated with these specific settings (moderate Pplat of 30 cmH 2 O; moderate PEEP of 10 cmH 2 O; RR 23), dependent regions of the lung suffer from the earliest inflammatory changes. Consistent with some, but not all, prior studies based on regional excised tissue analysis (5, 12, 15) , the results suggest that early in the course of acute lung injury, the low volume mechanisms make important contributions to VILI. Perhaps more importantly, these authors demonstrate the utility of a novel new method that can be used to visualize, in vivo, the spatial distribution and progression of inflammation.
Of course there are some remaining questions. The specific role of cyclical recruitment in this dependent lung damage is not revealed in this study, since the methods used do not have adequate temporal resolution to assess cyclical recruitment (4) . Another key question is whether these results are model dependent: different injury models, different degrees of injury severity, different time courses during the injury, and different ventilation approaches, will likely give different results, and so little is known on these topics that the differences are not very predictable. Probably the most pressing unanswered question is the relative role of severe stretch, or even moderate stretch, vs. low-volume injury. The de Prost study was not specifically designed to address this question, instead focusing on a definitive demonstration of the role of low-volume injury by the use of these novel imaging methods. It would be easy to summarily dismiss any role for overdistention. Pplat was limited to 30 cmH 2 O and overall tidal volume was 17 ml/kg, ranges previously shown by these authors to be noninjurious after 2 h of ventilation in normal sheep lungs (6) . Closer inspection, however, reveals that in this single lung lavage model, the differences in lung compliance resulted in a nonlavaged normal lung that was operating at a much larger mean volume than the left lung (quite obvious in Fig. 1 ) and also at a much larger tidal volume. At an overall tidal volume of 17 ml/kg, divided 77% into the right lung, the effective tidal volume in the normal lung would be 26 ml/kg if the lungs were symmetric in anatomic size, slightly less when accounting for the usually larger right lung. This is entering the range of thresholds reported to induce stretch injury in normal lungs of several animals (2, 9, 13, 16) (excluding rodents, which generally are susceptible to stretch injury at lower tidal volumes). Given that the method used should be very sensitive to small and early changes in inflammation, it is remarkable that the 18 F-FDG activity in the right lung was not elevated compared with previously reported normal levels.
The fact remains, however, that this study was designed specifically to look at low-volume injury, not to compare low-volume and high-volume injury mechanisms. As these novel methods are applied to further studies in the future, our community looks forward to answers to the remaining questions that impact clinical ventilator management.
DISCLOSURES
Conflict of interest statement: No conflicts of interest, financial or otherwise, are declared by the authors.
